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I. Basis of the report 



1 . This report has been drawn on the basis of (Replacement sheets which have been furnished to the receiving Office in response to an invitation 
under Article 14 are referred to in this report as "originally filed" and are not annexed to the report since they do not contain amendments.): 



the international application as originally filed. 

| | the description, pages 

pages 

pages 

pages 



| | the claims, 



Nos. 
Nos. 
Nos. 
Nos. 
Nos. 



as originally filed, 
filed with the demand, 
filed with the letter of 
filed with the letter of 



, as originally filed, 

, as amended under Article 19, 

, filed with the demand, 

, filed with the letter of 

, filed with the letter of 



j | the drawings, sheets/fig 
sheets/fig 
sheets/fig 
sheets/fig 



, as originally filed, 
, filed with the demand, 
, filed with the letter of 
, filed with the letter of 



2. The amendments have resulted in the cancellation of: 

I 1 the description, pages 

I I the claims, Nos. ; 



I I the drawings, sheets/fig 



I 1 This report has been established as if (some of) the amendments had not been made, since they have been considered 
I — I t0 g D De y 0n d the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 

4. Additional observations, if necessary: 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



The questions whether the claimed invention. appears to be noveL to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

I | the entire international application. 

claims Nos. 15 

because: 



the said international application, or the said claims Nos. t 15 s . 

relate to the following subject matter which does not require an international preliminary examination (specify): 

The subject matter of Claim 1 5 relates to a method for treatment of the human body by 
therapy, which does not require an international preliminary examination by the 
International Preliminary Examining Authority in accordance with PCT Article 34(4)(a)(i) 
and Rule 67.1(iv). 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. 
are so unclear that no meaningfulopinion could be formed (specify): 



□ the claims, or said claims Nos are so inadequately supported 
by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 15 ■ 
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IV. Lack of unity of invention 



1. In response to the invitation to restrict or pay additional fees the applicant has: 
1 1 restricted the claims. 

1 | paid additional fees. 

| | paid additional fees under protest. 

I | neither restricted nor paid additional fees. 

This Authority found that the requirement of unity of invention is not complied with and chose, according to Rule 68.1, 

2. I2SJ not to invite the applicant to restrict or pay additional fees. 



3. This Authority considers that the requirement of unity of invention in accordance with Rules 13.1, 13.2 and 13.3 is 
1 1 complied with. 

[X] not complied with for the following reasons: 

The subject matter of Claims 1-10, 14, and 15 relates to a peptide immunotherapeutic method 
and an agent for said method. The subject matter of Claims 11-13 relates to a method for typing HLA 
class II molecules and a test reagent used for the purpose of tying, and because the objectives of 
"therapy" and "testing" are different, these groups of inventions do not constitute a single group of 
inventions that are so linked as to form a single general inventive concept. 



4. Consequently, the following parts of the international application were the subject of international preliminary examination 
in establishing this report: 

1 I all parts. 

the parts relating to claims Nos. 1-14 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 



citations and explanations supporting such statement 
1. Statement 

Novelty (N) Claims 1-14 YES 

Claims NO 

Inventive step (IS) Claims YES 

Claims 1_14 NO 

Industrial applicability (1A) Claims 1-14 ^ YES 

Claims NO 



2. Citations and explanations 

Document 1 [Ikagawa, Shunji et al, "Allergens, IgE, mediators, inflammatory mechanisms: Single 
amino acid substitutions in a Japanese cedar pollen allergen (Cry j I)-derived peptide induced 
alterations in human T cell responses and T cell receptor antagonism, 1 ' J. Allergy. Clin. Immunol., 
Vol. 97, No. 1, 1996, Part 1, pages 53 to 64] describes the existence of a specific HLA class II 
molecule that binds to a specific antigen peptide of the Japanese cedar pollen allergen Cry j I. In 
addition, the Discussion section of this document on pages 60 to 63 suggests that effective 
immunotherapy may be performed by the utilization of an analog peptide derived from this allergen 
that brings about substantive changes in the T cell response that is associated with this specific HLA 
class II molecule. 

Document 2 [JP, 6-508994, A (Immunologic Pharmaceutical Corp.) 13 October 1994 
(13.10.94)] describes a peptide immunotherapeutic agent that has as its active ingredient the Japanese 
cedar pollen allergen Cry j I and its antigenic fragment. In addition, particularly in Claims 40-42 of 
this document, there is a description of a sensitive detection method for the Japanese cedar pollen 
allergen in humans that uses the aforementioned Japanese cedar pollen allergen Cry j I and its 
antigenic fragment. 

Document 3 [O'Hehir, R. E. et al, "The specificity and regulation of T-cell responsiveness to 
allergens," Annu. Rev. Immunol., Vol. 9, 1991, pages 67 to 95, particularly pages 71 to 72, "Mapping 
of T-Cell Epitopes"] describes a method that uses T-cells derived from patients that show sensitivity to 
specific allergens and identifies the peptides to which they respond as antigenic peptides, including T- 
cell epitopes, and it also describes using various T-cell lines or T-cell clones to form multiple bindings 
between T-cell epitopes and the types of HLA class II molecules that bind to them in the patients. 

Document 4 (Roger, Bruce L. et al, "Potential therapeutic recombinant proteins comprised of 
peptides containing T cell epitopes," Molecular Immunology, Vol. 31, No. 13, 1994, pages 955 to 
966) describes single molecule, straight chain polypeptides that are associated with different T cell 
epitope regions, and it contains a statement to the effect that these polypeptides establish a new mode 
for attempting desensitization to antigens because they have markedly low reactivity with IgE in 
patients that are sensitive to allergens. 

Document 5 (Hingis, Julie, A. et al, "Overlapping T-cell epitopes in the group I allergen of 
Dermatophagoides species restricted by HLA-DR class II molecules, "J. Allergy Clin. Immunol., vol. 
93, No. 5, 1994, pages 891 to 899) contains a statement to the effect that when the responsiveness of 
T-cells to allergens in allergy patients was investigated, it was found that part of the sequence of the 
antigenic protein overlapped with that of a T-cell epitope, and other parts of the sequence brought 
about the proliferation of T-cells, and that this information could be used in immunotherapy. 
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Document 6 [JP, 7-502890, A (Immunologic Pharmaceutical Corp.) 30 March 1995 (30.03.95)] 
describes a method for measuring the extent of binding as an indicator of sensitivity by evaluating T- 
cell function, T-cell propagation, and the combination of the two by using blood constituents obtained * 
from an individual patient and peptide derived from allergen, and it also describes a peptide 
immunotherapeutic agent that has as its active ingredient peptide derived from the optimal antigen in a 
patient based on this evaluation. 

Document 7 [JP, 8-502163, A (Immunologic Pharmaceutical Corp.) 12 March 1996 (12.03.96)] 
describes a method for detection of sensitivity to Japanese cedar pollen in an individual patient by 
evaluating T-cell function, T-cell propagation, and the combination of the two by using blood 
constituents obtained from the individual patient and the Japanese cedar pollen allergen Cry j I, and in 
which the extent of binding indicates the sensitivity of the individual to Japanese cedar pollen, and it 
also describes a peptide immunotherapeutic agent that has as its active ingredient a T-cell epitope of a 
suitable Japanese cedar pollen allergen such that, based on this evaluation, the T-cells of the individual 
patient will become tolerant of the Japanese cedar pollen allergen. 

Document 8 (Komiyama, Naoki et al, "cDNA cloning and expression of Cry j II, the second 
major allergen of Japanese cedar pollen," Biochemical and Biophysical Research Communications, 
Vol. 210, No. 2, 1994, pages 1021 to 1028) includes a statement to the effect that Cry j II can be 
utilized as an antigen in the medical diagnosis of Japanese cedar pollen allergy. 

It is known that T-cell epitope sites are present in multiple locations on the allergen molecule, 
and when the HLA class II type is different in individual patients, the recognized T-cell epitope site 
will differ among those individual patients. Therefore, in an immunotherapeutic method that uses a 
peptide that is included only in a main epitope site on the allergen molecule that is recognized by a 
specific patient population, the therapeutic method cannot be expected to be effective for all patients. 
In order to solve this problem, performing typing of each individual allergy patient based on the 
descriptions in documents 1-8, and providing an effective peptide immunotherapeutic agent for each 
individual patient using the specific epitope site based on the result of that typing, which is the subject 
matter of Claims 1-14, can easily be arrived at by persons skilled in the art, and therefore the subject 
matter of these claims does not appear to involve an inventive step. 
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